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A solid dispersion comprises 

(a) a thiazoline deriv. of formula (T) or its salt; 

(b) a water- soluble polymer (10 jother th an hydroxypro p yl-methyl , 
cellulose (HPMC) or methyl cellulose (NfC)); and 

(c) (III) which i< j HPMC ^nH ^r M r 

The wt. ratio (I):(II) is 1:0.001 - 2. 

Ri, Ra = H or alkyl; 

R;, R? = H, alkyl, alkylcarbonyl, carboxy, alkoxycarbonyl, OH, 

alkanoyloxy, opt. substd. alkoxy, sulphoxy or halo; 
X = CH 2 , COorC(=NOH); 



A(3-A4A1, U-Uj U(4-C^^C2A^4-C3B, 6-A1, 'I 



6-D2, 12-M10) .6 



n = I - 3. 




Also claimed is a solid dispersion contg. components (I)-(III) 
(with wt ratio (I):(T1I) 1 :0.001 - 2) as additives. 

MORE SPECIFICALLY 
Ri, R4 = H or 1-3C alkyl; 

R 2 - HJ-4C alkyl, 2-4C alkyl carbonyl, COOH, OH, 2-5C 
alkanoyloxy, 1-3C alkoxy (opt. substd. by COOH, 2-5C 

I WO 95327 13-A+ 



alkoxycarbonyl or CONRsR*), sulphoxy, CI or F; 
R s R* - H or 1-5C alkyl; or 
NK^Ra = 5-7 membered heterocyclic ring; 

R i = H, 1-3C alkoxy (opt. substd. by COOH or 2-5C alkoxycarbonyl), 
OH or I -8C alkyl. 

USE 

The dispersion is used in the prodn. of pharmaceuticals. The 
dispersion may be powdered, coated and used in e.g. pills or capsules. 
(I) are known cpds. e.g. from JP6051 189, JP6438090. 

ADVANTAGE 

The dispersion maintains (I) so that a saturated level is maintained 
for a long time, for controlled release. 

PREFERRED COMPOUND 

6 cpds. (I) are preferred, including 
5-(4-(2,5,6,7,8-rjentamethylcriroman-2-methoxy)benzyl)miazolidm-2,4- 
dione; ■ w 

5 -(4- (7-tert. buty l-6-carboxymethoxy-2-methyl-4-oxochroman-2- 
methoxy)benzyI)thiazolidin-2,4-dione; and esp. 
5-(4-(6-hydroxy-2,5,7,8-tetramethylchroman-2-methoxy)benzyl)- 
thiazolidin-2,4-dione (la) or its salt. 



EXAMPLE 

1 g (la) and 1 g polyvinyl pyrrol idone were dissolvecUn 5g 
acetone and 5 g ethanol, and the solvent was removed. The solid prod. 
was powdered . 1 g of the powder was mixed with 0.25 cry stalline 
cellulose, 0.35 g hydroxypropyl cellulose with low substitution 
degree, 0.05 g HPMC, 0. 18 g lactose and 0.2 g magnesium stearate. 
Pills contg. 0.1 g (la) were pressed from the mixt.. A comparison 
sample was prepared using 20 g CH2CI2 and 20 g ethanol as solvent, 
and omitting the HPMC. 

The release rate of (la) from the pills into a borate buffer of pH 9 
was measured over time. In the comparison sample, the release rate 
fell from 99.5% at 30 minutes to 84.3% at 180 minutes. In the test 
sample, the rates were 99.8% and 100,0% at 30 minutes and 180 
minutes. (LJ). 
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A solid dispersion comprising a thiazolidine derivative represented by general formula (I) or a salt thereof, 
a water-soluble high-molecular-weight substance except for hydroxypropylmethylcellulose and methylccllulose. and 
0.001-2 parts by weight of hydroxypropylmethylcellulose and/or methylcellulose per pan by weight of the above 
derivative (I) or salt thereof. In said formula (I), R ] and R 4 represent each alfcyl; R 2 and R* represent each alkyl, 
hydroxy, etc.; W represents methylene, etc.; and n represents an integer of 1 to 3. The dispersion retains a complete 
dissolution level for long and has an excellent effect 
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AN - 124:156003 CA 
TI - Solid dispersion of thiazolidine derivative or pharmaceutical 

preparation comprising said dispersion j 
IN - Kusai , Akira; Hamaura, Takeshi; Noda, Shigeru | Dn rj - lr3Cl i 
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SO - PCT Int. Appl., 32 pp. ! — _W< 
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PR - JP 94-118293 19940531 

DT - ^Patent ■ ' 

LA - Japanese 

IC - ICM A61K031/425 
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AB A solid dispersion comprises a thiazolidine deriv. represented by 
general formula (I) or a salt thereof, a water-sol. high-mol . -wt . 
substance except for hydroxypropvlmethvlcellulose an d 
methvlcellulose f and 0.001-2 parts by wt. of 

hy^2^py^ry 1 ^^ ^yice iiuiose and/or methylcellulose per part by wt. 
of I or salt thereof . ~ — Tn- Z-r~ Hl a n d K4 i « =» pi faf S fejvfe-e^clT'alkyl ; R2 and 
R3 represent each alkyl, hydrocy, etc.; W represents methylene, 
etc.; and n represents an integer of 1-3. 5- [ 4-( 6-Hyroxy-2 , 5 , 7 , 8- 
tetramethylchroman-2-methoxy ) benzyl ] thiazolidin-2 , 4-dione 4 1 , 
h ydroxypropylmethyl cellulos e 0.02, dichloromethane 20, and ethanol 
20^ were mixea -co d issolve and eva pd. to remove org. solvents to 
obtain solids, which were pulverized to gjjkEe-- £ine particles- — The 
dispersion retains a complete dissoln. level for long and has an 
excellent effect. 
ST pharmaceutical solid dispersion thiazolidine deriv 
IT Solution rate 

(solid dispersion of thiazolidine deriv. or pharmaceutical prepn. 
comprising said dispersion) 
IT Pharmaceutical dosage forms 

(dispersions, solid; solid dispersion of thiazolidine deriv. or 
pharmaceutical prepn. comprising said dispersion) 
IT Pharmaceutical dosage forms 

(solids, dispersions; solid dispersion of thiazolidine deriv. or 
pharmaceutical prepn. comprising said dispersion) 
IT 504-78-9D, Thiazolidine, derivs . 9004-65-3, Hvdroxypropyl methy l 
cellulose 9004-67-5, Methyl cellulose 973 22-87-7 138564-74-6 
167630-41-3 173387-43-4 173387-44-5 174724-41-5 
RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(solid dispersion of thiazolidine deriv. or pharmaceutical prepn. 
comprising said dispersion) 
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TI- Solid dispersion for rafr. of controlled release pharmaceuticals - contg. 
( (quinolyl)alkoxy)benzyl thiazolidine di:one, methy l- a nd hydroxypropyl-methyl- 
cellulose, and another water-soluble polymer ' " 

AB- W09532713 A solid dispersion comprises a) a thiazoline deriv. of formula 
(I) or its salt; fc>) a water- soluble polymer (II) (other than 

hydroxypropyl -methyl cellulose (HPMC) or methyl cellulose (MC) ) ; and c) (III) 
which is HPMC and/or MC; where the wt. ratio (I): (II) is 1:0.001-2, R1,R4 = H 
or alkyl; R2, R3 = H, alkyl, alkylcarbonyl , carboxy, alkoxycarbonyl , OH, 
alkanoyloxy, opt. substd. alkoxy, sulphoxy or halo; X = CH2, CO or C(=NOH); n = 
1-3. 

- Also claimed is a solid dispersion contg. components (I) -(III) (with wt. 
ratio (I): (III) 1:0.001-2) as additives. 

- USE - The dispersion is used in the prodn. of pharmaceuticals. The dispersion 
may be powdered, coated and used in pills, capsules etc.. 

- ADVANTAGE - (I) are known cpds . e.g. from JP6051189, JP64-38090. The 
dispersion maintains (I) so that a saturated level is maintained for a long 
time, for controlled release. 
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